Rhoキナーゼ阻害剤含有ビタミンA付加リポソーム製剤は全身性の副作用を引き起こすことなく肝線維化を改善する by Okimoto, Sho
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Vitamin A-coupled liposomal Rho-kinase inhibitor 
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⣽⬊ࡢάᛶ໬ࡣ Rho ࢟ࢼ࣮ࢮ㜼ᐖ๣(Y-27632㸸௨ୗ Y)࡛ᢚไ࡛ࡁࡿࡇ࡜ࢆሗ࿌ࡋ࡚ࡁࡓࠋ
୍᪉ࠊRho ࢩࢢࢼࣝࡣࡉࡲࡊࡲ࡞⣽⬊ᛂ⟅࡟㛵୚ࡋ࡚࠾ࡾࠊY ࡢ඲㌟ᢞ୚࡛ࡣࠊప⾑ᅽࡸ
⭈ᶵ⬟㞀ᐖ࡞࡝ࡢ᭷ᐖ஦㇟ࢆㄆࡵࡿࠋࡑࡇ࡛ࢃࢀࢃࢀࡣ⫢ᫍ⣽⬊࡟ᑐࡋ࡚㑅ᢥⓗ࡟ Y ࢆ㍺
㏦ࡍࡿ Drug Delivery System(DDS)ࢆ㛤Ⓨࡋࡓࠋࡇࡢ DDSࢆ⏝࠸࡚⫢⥺⥔໬ࢆᢚไ࡛ࡁ
ࡿ࠿ᐇ㦂ࢆ⾜ࡗࡓࠋ 
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In vitroᐇ㦂࡛ࡣ࣏ࣜࢯ࣮࣒໬ࡋࡓ Yࡣ㠀࣏ࣜࢯ࣮࣒໬ Yࡢ 1/100㔞࡛⫢ᫍ⣽⬊ࡢάᛶ໬
ᢚไຠᯝࢆ♧ࡋࡓࠋࡇࡇ࡛ࡣ⫢ᫍ⣽⬊࡟ᑐࡍࡿࣅࢱ࣑ࣥ A ぶ࿴ᛶࢆ฼⏝ࡋࡓ≉␗ⓗ࡞ᢚไ
ຠᯝࡼࡾࡶ㠀≉␗ⓗ࡞࣏ࣜࢯ࣮࣒໬࡟ࡼࡿຠᯝࡀඃ఩࡛࠶ࡗࡓ࡜⪃࠼ࡽࢀࡿࠋIn vivoᐇ㦂
࡟࠾࠸࡚ VA-Lip-Y ࡣࠊLip-Y ࡸ Y ༢⊂ᢞ୚࡜ẚ㍑ࡋ࡚⫢⥺⥔໬ࢆᢚไࡋࡓࠋࣅࢱ࣑ࣥ A
ࢆ௜ຍࡍࡿࡇ࡜࡛ࡼࡾᙉຊ࡞ᢚไຠᯝࢆ♧ࡍࡇ࡜ࢆド᫂ࡋࡓࠋ 
ࡉࡽ࡟ࠊVA-Lip-Yࡢ㛗ᮇᢞ୚࡛ࡶࠊ⭈ᶵ⬟పୗࡸ࢖ࣞ࢘ࢫ࡞࡝ࡢ๪స⏝ࢆᘬࡁ㉳ࡇࡉ࡞࠿
ࡗࡓࠋࡇࡢࡇ࡜ࡣ Y ࢆ㑅ᢥⓗ࡟⫢ᫍ⣽⬊࡟㍺㏦ࡋࡓࡇ࡜࡟ຍ࠼ࠊY ࡢᢞ୚㔞ࡀᚤ㔞
(0.2mg/kg)࡛࠶ࡗࡓࡓࡵ࡜⪃࠼ࡽࢀࡿࠋ௨๓ࡢ௚ሗ࿌࡛ࡣࠊࢃࢀࢃࢀ࡜ྠᵝࡢ CCl4ㄏᑟᛶ
ࡢ⫢⥺⥔໬ࣛࢵࢺࡢ⫢⥺⥔໬ᨵၿ࡟ 30mg/kgࡢ Yᢞ୚㔞ࢆせࡋ࡚࠸ࡓࠋ 
ᮏᐇ㦂࡛ࡣࠊ4㐌㛫ࡢ CCl4 ᢞ୚ᚋࡼࡾ VA-Lip-Yࡢᢞ୚ࢆ㛤ጞࡋࡓࡀࠊ4㐌㛫ࡢ CCl4ᢞ
୚᫬Ⅼ࡛ࡣ≟ᒣศ㢮 F2-3 ⛬ᗘࡢ⥺⥔໬࡛࠶ࡗࡓࠋᮏᐇ㦂ࡢ㝈⏺࡜ࡋ࡚ࠊ⫢◳ኚ(F4)࡟
VA-Lip-Yᢞ୚ࡢ⥺⥔໬ᨵၿຠᯝࡀ࠶ࡿࡢ࠿ࡣ୙࡛᫂࠶ࡿࡇ࡜࡛࠶ࡿࠋ 
⫢ᫍ⣽⬊࡟ᑐࡍࡿ DDSࡢሗ࿌ࡣ࠸ࡃࡘ࠿࠶ࡿࡀࠊ࠸ࡎࢀࡶ㑇ఏᏊᨵኚ࡞࡝ࢆᚲせ࡜ࡍࡿ⸆
๣࡛࠶ࡾࠊࢃࢀࢃࢀࡢ㛤Ⓨࡋࡓ DDSࡣ᪤Ꮡ⸆๣ࢆ⏝࠸࡚࠾ࡾࠊ⡆౽࡟సᡂྍ⬟࡛࠶ࡿࡇ࡜
ࡶ⮫ᗋᛂ⏝ࡀᮇᚅ࡛ࡁࡿⅬ࡛࠶ࡿࠋ 
௨ୖࡢࡇ࡜ࡼࡾࠊࢃࢀࢃࢀࡢ㛤Ⓨࡋࡓ VA-Lip-Yࡣ⫢ᫍ⣽⬊࡟㑅ᢥⓗ࡟ Yࢆ㍺㏦ࡋάᛶ໬ࢆ
ᢚไࡋࠊ඲㌟ᛶࡢ๪స⏝ࢆᘬࡁ㉳ࡇࡍࡇ࡜࡞ࡃ⫢⥺⥔໬ࢆᨵၿࡍࡿࡇ࡜ࢆド᫂ࡋࡓࠋ 
 
 
